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1 )KI Responsive to communication(s) filed on 25 July 2008 . 
2a )□ This action is FINAL. 2b)^ This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
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4) ^ Claim(s) 1-63 is/are pending in the application. 
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5) D Claim(s) is/are allowed. 

6) |EI Claim(s) 1-12 and 44-49 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 
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9) Q The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
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20 Certified copies of the priority documents have been received in Application No. . 

3.Q Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
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DETAILED ACTION 

Election/Restrictions 

1 . Applicant's election with traverse of group I, claims 1-12 and 44-49 in the reply filed on 
7/25/2008 is acknowledged. 

2. Applicant argues that the search and examination can be done without undue burden. 
Applicant's arguments have been considered but are not persuasive. Each group belongs to 
different class/subclass, and diverse fields and literature would be required for the search. 
Furthermore, the lack of unity is also based on the teachings of Le et al. (Metabolism 2000 Vol. 
49, page 1271). 

3. Thus the restriction is deemed proper and FINAL. 

4. Currently, claims 1-12 and 44-49 arc under examination. Claims 13-43 and 50-63 are 
withdrawn from further consideration. 

Claim Objections 

5. Claims 1, 7 and 44 are objected to because of the following informalities: 

it is noted that both methods recite a step (b) for administering a polyunsaturated fatty acid. It is 
suggested that Applicant amends to "administering a polyunsaturated fatty acid to said living 
subject Appropriate correction is required. 

With respect to claim 7, the "lowdensity" is a typo. Please correct it. 

With respect to claim 44, step (c ), it is suggested that Applicant amends this step to 
include "from said living subject" as the same as claim 1 . 

Information Disclosure Statement 

It is noted that there is a discrepancy on the IDS submitted on 4/24/2007 #A3. The IDS does not 
list what journal for this paper (it should be Arterioscler Thromb Vas Biology). Furthermore, the 
IDS recorded as Vol. 4 whereas the submitted copy indicates as Vol. 22. Clarification is needed. 
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Claim Rejections - 35 USC § 112 
Enablement 

6. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

7. Claims 1-12 and 44-49 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to enable one skilled in the art to which it pertains, 
or with which it is most nearly connected, to make and/or use the invention. 

As set forth in In re Wands, 858 F .2d 731, 8 USPQ2d 1400 (Fed. Cir. 1988), enablement 
requires that the specification teach those skilled in the art to make and use the invention without 
undue experimentation. Factors to be considered in determining, whether a disclosure would 
require undue experimentation include 1) the nature of the invention, 2) the state of the prior art, 
3) the predictability or lack thereof in the art, 4) the amount of direction or guidance present, 5) 
the presence or absence of working examples, 6) the quantity of experimentation necessary, 7) 
the relative skill of those in the art, and 8) the breadth of the claims. 

The present invention provides methods utilizing the fat-induced antibody response 
(FIAR) to assess endothelial function. Additional methods are provided that utilize FIAR 
for diagnosing and monitoring the progression of vascular diseases, and as a measure of 
the oxidative stress imposed upon vascular endothelium. The state of art involves 
immunoassay and pathological evaluation. 

Severity of the vascular disease 

In view of the disclosure, Applicant collected coronary artery patients' samples and 
conducted various treatments and measurements. Applicant performed the recited 
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method, i.e. administering polyunsaturated fatty acid, monounsaturated fatty acid, 
saturated fatty acid and no-fat diet to the selected patients (See Example 4; Section 0085- 
Section 0088). Figure 6 shows the auto-antibody recognizes modified (oxidatively 
modified) low density lipoprotein. It appears the level of antibody increases in the 
selected 10 patients. Figure 7 is a statistical normalized graph of the time versus level of 
triglycerides. Figure 7 presents a profile for different diet treatment. It is noted that the 
polyunsaturated fatty acid (panel C) has an increase trend within FIVE hours and 
decreases at the SIXTH hour. FIG. 8 shows normalized auto-antibody levels following 
all four different diets. Panel A depicts the transient decrease in antibody levels following 
the polyunsaturated fat meal. 

Based upon the above experiments and data, it is not sufficient to enable one artisan in 
the field to use the recited steps for diagnosing and monitoring the progression of an 
vascular disease (emphasis added). 

First, there is no study on the so-called "correlation" with the "severity" on the vascular 
disease (emphasis added). The parameters Applicant measured are triglycerides and 
modified LDL antibody. The correlation Applicant indeed conducted is the 
normalization of the triglycerides and the antibody levels (See Figure 7-8). There is lack 
of study on severity. For instance, Applicant discusses the atherosclerotic lesion category 
based on its progression in Table 1 . Nevertheless, no correlation was made with such 
atherosclerotic lesion score. In addition, the overall time course for the instant study is 
merely based on a SIX-hour short term study. Applicant even terms this as "transient" 
change/response (See Section 0086). It is known to the ordinary skill in the field that 
severity is a specific term and usually is not applicable for such a short period of time. It 
is noted that Figure 8 shows some decrease of the level of antibody from zero hour (about 
1 .00 value) to 2 hour and an increase back to approximately 0.95 value from 2-4 hour and 
level off a little bit to approximately 0.90 from 4-6 hour. It is not known whether the 
levels of the antibody would back up again or not. Particularly, the preamble of the 
current claims direct to monitoring the progression of the vascular disease, more further 
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researches, i.e. at least longer period of time, are needed to further verify/characterize the 
progression and diagnosing of the vascular disease. 

Scope of Enablement 

8. Claims 1-4, 44-45, are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for low density lipoprotein and atherosclerosis, does not 
reasonably provide enablement for other lipoprotein family or other vascular diseases. The 
specification does not enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to use the invention commensurate in scope with these claims. 

As discussed above, it is noted that Applicant uses ELISA assay to determine the level of 
low density lipoprotein in the biological samples from the patients (See Example 5; 
Section 0089-0095). The data and normalized results are shown in Figures 6-8. 
However, the "circulating antibodies directed against an oxidatively damaged 
lipoportein" as recited lipoprotein" in both claims 1 and 44 are only based on the low- 
density lipoprotein (LDL)(See Figure 8). LDL has been well-established in association 
with the development of cardiovascular disorders (See Esterbauer et al. Free Radical Biol 
Med. 1992, Vol. 13, page 341-390; Applicant submitted IDS reference 8/3/2007 #B1; 
Tinabones et al. Metabolism 2002 Vol. 51, page 429-431; Applicant submitted IDS 
4/24/2007 # Al; or Tanaga et al. Arterioscler thromb Vase Biol. 2002 Vol. 22, page 662- 
666, Applicant submitted IDS on 4/24/2007 #A3). On the other hand, the high density 
lipoprotein is considered a "good" lipoprotein contrast to the LDL. The currently 
experiments were conducted to measure the modified (or oxidatively modified) LDL 
only. Takanari et al. report that oxidized HDL level does not correlate well with the level 
of oxidized LDL in patients (See Takanair et al. Clinica Chimica Acta 2007 Vol. 381, 
page 179-181). Also, Ryan et al. found that no correlation between antibodies to MDA- 
LDL(MDA, malondialdehyde; oxidizied) and antibodies to MDA-HDL (See Ryan et al. 
Q J Med 1998. Vol. 91, page 411-415). It is inevitably needed for further experiments to 
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verify whether the oxidized HDL, or very low density lipoprotein or intermediate 
lipoprotein in fact can correlate well with the severity of the vascular disease. 



9. No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 

examiner should be directed to JACOB CHEU whose telephone number is (571)272-0814. The 

examiner can normally be reached on 9:00-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mark Shibuya can be reached on 571-272-0823. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Jacob Cheu/ 
Examiner, Art Unit 1641 



